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ara-C, cytosine arabinoside ; ATP, adenosine triphosphate ; 
CTP, cytidine triphosphate ; dck, deoxycytidine kinase ; 
dATP, deoxyadenosine triphosphate ;dCTP, deoxycytidine triphosphate ; 
dGTP, deoxyguanosine triphosphate ; dTTP, deoxythymidine triphosphate ; 
GTP, guanosine triphosphate ; PBS, phosphate buffered saline ; 
RPMI, Roswell Park Memorial Institute ; topo II, topoisomerase 11 ; 
































































































































































































































































































Time after injection of etoposide 
Effect of etoposide on deoxyrlbonucleotide pools 
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Fig. 1 2 Effect of etoposide on ara-C influx and intracellular 
accumulation. P388 cells were incubated with lp M [3H]ara-C 
and 0,l0,100,lOOO /f M etoposide for 30sec or 30min. Each data 
bar is the mean of three separate experiments : SD<lOolo 
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Fig,13, IC50 of etoposide on ara-C influx and accumulatlon In 
established murine and human leukemlc cell lines and human 
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Schedule of administration 
Flg,17 Effect of etoposide on ara-C metabollsm. On day 3 after tumor 
inoculatlon, 15mg/kg of etoposide was injected intraperitoneally 
either slmultaneously or 3hr before treatment with ara-C. 
All values show the means:1: SD. 
es~~~1 ara-C in acld- soluble fraction. 
~~n ara-C in acld･insoluble fractlon. 
* P<0.05, compared with ara-C alone, 
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Time after administration of araC 
Flg. 1 8 . Effect of pretreatment of etoposide on ara-C incorporation into 
DNA. On day 3 after intraperitoneal inoculation of lxl06Ll210 
cells, I /! Ci of [3H]ara-C and 15mg/kg of etoposide was injected 
intraperltoneally. Incorporation of ara-C was quantified by 
determining the radioactivity from [3H]ara-C incorporated into 
acid-insoluble fraction of lxl07 cells. 
All values show the means :!: SD. 
* P<0.05, compared with ara-C alone. 





O 200 ~ 
~:{ 
O o O ~ (L)
> .~ - 150 c¥; 
~) ~ ~i ?
(~j 






ara-C O 3 6 ( hr ) ?al one 
Interval between etoposide and araC 
Fig.19 Efect of length of interval between etoposlde and ara-C on ara-C 
incorporation into DNA. On day 3 after Intraperltoneal tumor 
inoculation, 1 5mg/kg of etoposide was injected intraperltoneally 
0,1,3,6 h before treatment wlth ara-C. Incorporation of ara-C into 
acid-insoluble iraction was quantlfied by determinlng the 
radioactivlty from Incorporated [3H]ara-Cllrl07 Ll210 cells. 
A11 values show the means :~:SD. 
~P<0.01 ,compared with ara-C alone. 
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Fig. 2 1 . Effect of etoposide on dck activity in L12 10 cells. 
Ll210 cells were incubated with etoposide for lhr. 
A11 values show the means :~ISD. 
* P<0.0las corrLpared with control treated group. 



































































































2~ral-c et~p~)si~e + ar2~-C etaposi~e -ara-C 
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